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OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



Date of mailing (day/month/year) 

08 September 2000 (08.09.00) 



To: 



IMAMURA, Masazumi 
KRF Building 
5th floor 

5-5, Kyobashi 1-chome 
Chuo-ku 
Tokyo 104-0031 
JAPON 




Applicant's or agent's file reference 
A01123M 



IMPORTANT NOTIFICATION 



International application No. 
PCT/JP00/04203 



International filing date (day/mo nth/year) 
27 June 2000 (27.06.00) 



International publication date (day/month/year) 

Not yet published 



Priority date (day/month/year) 
28 June 1999 (28.06.99) 



Applicant 

FUJI PHOTO FILM CO., LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk^) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 

or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention r 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority (claim ^ 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date 



Priority application No. 



28 June 1999 (28.06.99) 11/181142 



Country or regional Office 
or PCT receiving Office 

JP 



Date of receipt 
of priority document 

11 Augu 2000 (11.08.00) 





The International Bureau of W1PO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer / 

Sean Taylor \. A j 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/304 (July 1998) 



003513299 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/ JPOO/04203 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D235/28, C07D401/12, C07D401/14 , C07D413/12, C07D495/04, 
C07D235/26, A61K31/454, A61K31/5377 A61K31/4709, A61K31/4725, A61K31/538, 
A61K31/4365, A61P9/10, A61P3/06 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED m 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D235/28, C07D401/12, C07D401/14, C07D413/12, C07D495/04, 
C07D235/26, A61K31/454, A61K31/5377 A61K31/4709, A61K31/4725, A61K31/538, 

A61K31/4365, A61P9/10, A6 1P3/06 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



WO, 98/54153, Al (KOWA COMPANY , LTD) , 
03 December, 1998 (03.12.98) 

JOURNAL OF MEDICINAL CHEMISTRY, 35, (23), 4384-92 (1992) 



Relevant to claim No. 



1-19 



1-19 



| | Further documents are listed in the continuation of Box C. Q See patent family annex. 



"P" 



Special categories of cited documents: \ 
document defining the general state of the art which is not 
considered to be of particular relevance 

earlier document but published on or after the international filing "X" 
date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "Y" 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
18 September, 2000 (18.09.00) 


Date of mailing of the international search report 

26 September, 2000 (26.09.00) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/04203 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
^ Claims Nos.: 20 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 2 0 pertains to methods for treatment of the human body by therapy, and 
thus relates to a subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 39.1 (iv) of the Regulations under the PCT, to search. 

| | Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



| | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . fj As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. [] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [Z] No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| ] No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



E P 




ff & *i & m 



PCT 



(PCT18^, PCT^MIJ43, 44] 



<Dmm.W AO 1 1 2 3M 


4-«0¥i»#fcov^«:» H»W3t«*«)a6f+ifii9i««:(PCT/i SA/2 2 0) 


PCT/J P 0 O/O 4 2 0 3 


(0.^.^) 27. 06. 00 


<B. 2 8. 0 6.9 9 





3 



1. BMEPI3lE*#«>£Bt 

2. |x] IS*W«SHeo-g5ec»fi*^-e^^V> (flfli^K) 0 



4. &m<D4,mz 



|x| WRAa s »ffibfct>«9 3. 



5. SiKjtt 



□ 3Bni«lc*$ix-CV^5J:5»-, 83fi?TfcaiJ#47* (P CT^liJ38. 2(b)) <D^(c«tt) 



6. SiftSi t t>ld^$tt5Elli. 



i3;PCT/ISA/2 10 (^1-^--^) (1 9 9 8^7^) 



SMttUM-g- pct/jp 00/04 203 



&JB8jfe»3 3fi (PCT 1 7&(2)(a)) ©a^cj:?), r OBIRM3lE4R&tt:ft0>a& ^ * 13 ft*<£>ffiig©— Wz-o^Xft 

1. |x) it *<p»sb 2 0 is. roBB^ai«H**«aE*-#-Sii:i6rKbftv^#jfeic«at>«>t?*>a. 

ff3fc<DiSffi 2 0 tt, f&iia5AWra-Cfci3, PCT1 7*(2)(a)(i)Xtfp 



3. □ HfjRwfSffl tt» tejHtjftO«Htr*>o-CPCT«BI6.4(a)0»2S:2W c JK3X«>«e»;: 



1. □ ttJ«A*^S*ii^W3fc^»»*^T»WrtlCjWftLfe<0-C, wK>HBS9HE«£W:. -t-^TOPSEpnSB^S** 
#W fo o it iSfcOff* cofSffl co * (Co V % T flsj* L fc„ 



4. □ •mHA* s ^S*it*lIH»^&fflrartK«ftf+L/J:*»c)fcO-T?» rcoHKW3E«*tt» It^oo^ffloS^^ffi® 



□ ii*pw3Sc*«ipt-roi(rtf + tmz mm Aa> e> * & -c # a a»o fc. 
hspct/isa/2 10 (jbi^<— ^oagu ( i ) ) (i 9 9 8¥7A) 



**** 



rnrnmrn^- pct/jpoo/0 4 20 3 



a. &w<Dj&i-z>&m<D&m mgkttmftm (ipo > 

Int. Cl 7 C07D235/28, C07D401/12, C07D401/I4, C07D413/12, C07D495/I05, C07D235/26, A6IK31/454, A61K31/5377 
A61K31/4709, A61K31/4725. A61K31/538, A61K31/4365, A61P9/10, A61P3/06 



B. slg-HTofca-g 



mttff'*iz*'iw& mwMnftm (ipo > 

Int. Cl 7 C07D235/28, C07D401/12, C07D401/14, C07D413/12, C07D495/105, C07D235/26, A61K31/454, A61K31/5377 
A61K31/4709, A61K31/4725, A61K31/538, A61K31/4365, A61P9/10, A61P3/06 



WO, 98/541 53, Al (KOWA COMPANY, LTD) 
3. 12%. 1998 (0 3. 12. 9 8) 

JOURNAL OF MEDICINAL CHEMISTRY, 35, (23) , 4384-92 (1992) 



1 - 1 9 
1-19 



tej sR5ta«BW<oniK*'/tttWc*)aa s » avails 

. 0^L< ttte©4e&lfc3*«r»ft'* _ afc»fc3l/i3-*"5 
TOj PSaKiSBB*. 4£/B. M*^lcMt5» 



18. 0 9. 0 0 



26.09.00 



B*H#fF/f ( I SA/J P) 
100-8915 



4P 



9 8 4 0 



Efg§-*§- 03-3581-1101 fti® 3 4 9 0 



fSPCT/ISA/2 10 (S2^-7) (I 9 9 8¥7fl) 



r 



l 



a» it » * * m 



PCT 

( P C T 3 6 0tRTf P C T8UIJ70) 




(Omm^ AO 1 1 2 3M 


^«<D^j££ico^Tf*. mtz^mm&WL&vmttmta («spct/ 

I PEA/4 1 6) ^i«Ci 0 


PCT/ J POO/O 4 2 0 3 




*5fe0 

(B.J5.<¥) 28- 06. 99 


(IPC) Int - C1 7 C07D235/28, C07D401/12, C07D401/14, C07D413/12, C07D495/04, C07D235/26, A61K31/454. 
A61K31/5377, A61K31/4709, A61K31/4725, A61K31/538, A61K31/4365, A61P9/10, A61P3/06 









i. m^mm^mmr^^^tcz^mm^mm^m^mmnmmmsi^ (pct36*> ©*j»::tt^2M*i-a. 

(PCT^IIJ70. C XSSMWfllJSB 6 0 7*#R8) 



3. 



I 


IxJ 


n 


□ 


m 


m 


IV 


□ 


V 


m 


VI 


□ 


vn 


□ 


vra 


□ 



2 7. 0 6. 0 0 


12. 0 3. 0 1 


0^S^rPif ( I PEA/ J P) 
§Sffi#-5§- 1 0 0- 8 9 1 5 


*f ■ ■ ■ 

SISS# 03-3581-1101 rtJB 


4 P 


9 8 4 0 


| 3 4 9 0 



MPCT/I PEA/4 0 9 mm) (1 9 9 8^7^) 



SSSfflK*^ PCT/J POO/04 203 



P C TMWtfO. 16. 70. 17) 



□ SUMS 

warns 



ft 



□ gf*<o©H ft 



□ Hffi 



□ 



ft 
ft 
ft 



"J®, PCTl 9*©«!ltS-J#«]E$iifct© 



f§T*fo5„ 



3. 



□ ffl&fi3£tf»t ifrClgtiJ £ tifc P C TM1U23. 1 (b) KV^p Sf?3C<7) IS 

□ PCT&aiJ48.3(b)K^9BBg2tl»<D«!g 

□ H^^M^ScOfcfefCiiffi $ix/c P C TSHIJ55. 2* fc(455. 3trv> b mtRXOWm 



4 . 



□ was* m 

[] ii mm<Dft 



ttSW-C*, Z<DffilEfc&t\t£A>^tih<Ok Lt^Lfc. (PCTg|giJ70.2(c) C<OttESr-^tf-^L#^fflilft»4± 

151. ic*stt5flWf<oKlc#«:UJfcittv(i<cP>-f. ^fg-gricgstt-f 5„ ) 



iSPCT/IPEA/4 09 «I» (1 9 9 8¥7fl) 



m^mmwr^r pct/j poo/04 20 3 



1. 9:lcHU-C, SK»*oj6ffliclB«$ixTV>^*W(OjRjatt, ii*ttXfl^±<DfiJffl^fBttK:oi^ik<DS*lcj: o 
0 ft^<0©H 20 



[x] r<OH18W«X«:!B*o<6H 2_0 a % m&Tffim&Z-rzzbZELfo^ 

St^OlSlffl 2 0 ft. ife*^±*A*©ft!f«^rjfe-cas>0, PCT34^(4)(a) 
LU?^? 0 ??! 6 /- l(iv)g«a«fc». ^OBM7««EttBB^"Mi 



KPCT/IPEA/4 0 9 (Xmffl) ( 1 9 9 8^7^) 



Pa 



BR5HiS#^ PCT/J POO/0 4 2 0 3 



v. mm&* m&&xt3imm±<owm*s&&K.-?\,*x<ommi 2& (pctss*©) cje*e>sjtj*» 



1. JL# 



Srfctt (N) 



1-19 



it#tt (I S) 



1-19 



m 



mm±(omm -*jm& ( i a) 



8t3fc<D©H 1-19 



^S.t|!lftK (PCTJJUHJ70.7) 



m$t(D^m 1-19 

WO, 98/541 53, Al (KOWA COMPANY, LTD) 
3 1998 (03 12 98) 



iSPCT/IPEA/4 09 (SSVfflO) (1 9 98¥7fl) 



PATENT COOPERATION "^ATY 



PCT/J POO/04203 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 



Date of mailing (day/month/year) 

20 September 2001 (20.09.01) 



To: 



IMAMURA, Masazumi 
KRF Building 
5th floor 

5-5, Kyobashi 1-chome 
Chuo-ku 
Tokyo 104-0031 
JAPON 



RECEIVED 



t)1.10. 1 51 



SIKs&Co . 



Applicant's or agent's file reference 
A01123M 



IMPORTANT NOTIFICATION 



International application No. 
PCT/J POO/04203 



International filing date (day/month/year) 
27 June 2000 (27.06.00) 



Applicant 



FUJI PHOTO FILM CO., LTD. et al 



1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP # AT / AU,CA f CH # CN f CZ # FI / NO # NZ / PL # RO,RU # SK,US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP,EA,AE,AG,AL,AM,AZ,BA,BB,BG,BR,BY,BZ,CR,CU^^ 

HU,ID,IL,IN,IS,JP,KE,KG,KR,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD,MG,MK,MN,MW 
SE,SG,SI,SL,TJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW,OA 



3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 



The International Bureau of WIPO 


Authorized officer s/s 


34, chemin des C lombettes 


Eliott PERETTI // 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41 -22) 338.83.38 // 



Form PCT/IB/338 (July 1 996) J/ 430471 1 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 
(PCT Rule 61.2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 I 
FTAT9-UNI^ D'AMERIOUE 

in its capacity as elected Office 


Date of mailing: 

04 January 2001 (04.01.01) 




International application No.: 

PCT/J POO/04203 


Applicant's or agent's file reference: 
A01123M 


International filing date: 

27 June 2000 (27.06.00) 


Priority date: 

28 June 1999 (28.06.99) 


Applicant: 

AOKI, Kozo et al 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International preliminary Examining Authority on: 

27 June 2000 (27.06.00) 



j~| in a notice effecting later election filed with the International Bureau on: 



2. The election 



□ 



was not 



made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22)740.14.35 



Authorized officer: 



Telephone No. 



J. Zahra 

(41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 
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(30) gfc}f ^r-*: 

*#SS¥11/181142 1999^6^28 B (28.06.1999) JP 

(71) &mx(*mz&<±x<Dmmm\^^x): s±w 

K7-< )l* AttS^tt (FUJI PHOTO FILM CO., LTD.) 
[JP/JP]; t 250-0193 #§£JI| ^i^JEffirrT ^ ;S210§ife 

Kanagawa (JP). 

(72) *Bfl# ; fc^tf 

(75) A ^BII-OlNTaW;: (AOK1, 

Kozo) [JP/JP]. fg ill 10 j£ (AKIKAWA, Kazuhiro) 
[JP/JP]. JH±9t£ (KAWAKAM1, Masayuki) [JP/JP]; t 
250-0193 »^JIISmSffim*>S210Slfe s±^S^ 
>T ;U AfcsS^a SffiW^fiffrt Kanagawa (JP). « 7* 



m (VAN, Yongzhe) [JP/CN]; =f 254-0036 Jl| ^ 
rfTg&Bril(D26 3 X ^E¥*l 102-Sf Kanagawa (JP). 

(74) ftSA: ^ttlESsS, 7+(IMAMURA,Masazumietal.); 
T 104-0031 mK«R**Em*S-Tg5S5-^ KRFtf^U 
5Pg Tokyo (JP). 

(81) Jg^lS (Urt;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CR, CU, CZ, DE, DK, DM, 
DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, LV, 
MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, 
UG, US, UZ, VN, YU, ZA, ZW. 

(84) iUfcm ARJPO (GH, GM, KE, LS, MW, 

MZ, SD, SL, SZ, TZ, UG, ZW), ZL — =? vT*#it (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P V 
(AT, BE, CH, CY, DE, DK, ES, Fl, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE), OAPI 4$I* (BF, BJ, CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 
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(54) Title: BENZIMIDAZOLE COMPOUNDS AND DRUGS CONTAINING THE SAME 

(54) #§0jj<D*f*: 'OX-r 5 ^ *y-;nt*ifcat/c*i* *t?K* 

(57) Abstract: Benzimidazole compounds of 
general formula (I) or salts thereof, which exhibit 
qq R 1 ^!^ ll — ( C ) A inhibitory activities against the conversion of 

I/} /""X ^y^y m ^ ^ (I) macrophages into foam cells and are useful as 

O R the active ingredient of drugs to be used in the 

O R 2 prevention and/or treatment of arteriosclerosis 

wherein R 1 is hydrogen, halogeno, lower alkyl, or 
O lower alkoxy; R 2 is hydrogen, alkyl, or acyl; R 3 is a substituent on the ring; A is O or CH 2 , or alternatively A represents a CH group 
a binding to an adjacent carbon atom through a double bond; L is C 4 -C 8 alkylene or an ethylene-oxy connecting group represented by 
^ the general formula: (CH 2 CH 2 0)nCH 2 CH2 (wherein n is 1 or 2); X is O, S, or methylene; and m is 0 or 1. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 





(PCT Article 36 and Rule 70) 


A01123M 


FOR FURTHER ACTION SeeNotiflcationofrrans mittaloflnternational Preliminary 

Examination Report (Form PCT/IPEA/416) 


International application No. 

PCT/JP00/04203 


International filing date (day/montlt/year) 
27 June 2000 (27.06.00) 


Priority date {day/month/year) 

28 June 1999 (28.06.99) 


International Patent Classification (IPC) or national classification and IPC 

i™£f£?ml^Z /14 ' 413/12 ' 495/ ° 4, 235/26 ' A61K 31/454 > 3,/5377 ' 31/4709, 31/4725, 31/538, 


Applicant 


FUJI PHOTO FILM CO., LTD. 





1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. ^uinoniy 

2. This REPORT consists of a total of 4 sheets, including this cover sheet. 

□ ™ rf irt alS H° aCC t 0 h T nie t ANNEXES, i.e., sheets of the description, claims and/or drawings which have 

Ru e^ and rectifications made before this Authority (: 

Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



see 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

SSSJS'^ "° veI *- in -n tive step or industrial app.icabi.ity; 
Certain documents cited 
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Date of submission of the demand 

27 June 2000 (27.06.00) 


Date of completion of this report 

12 March 2001 (12.03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 

PrtrrnDPT/lDCA/zinn/ i ^\ / t , , 


Authorized officer 
Telephone No. 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



ntemational application No. 

PCT/JP00/04203 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[Xj the international application as originally filed 

| | the description: 

pages 

pages 

pages 

| | the claims: 

pages 

pages 

pages __ 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



| j the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



. , filed with the letter of 



1 | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

1 1 the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 
1 1 the language of publication of the international application (under Rule 48.3(b)). 

I 1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



been furnished. 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

I 1 the claims, Nos. 

□ 

the drawings, sheets/fig 



5 j I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



nternational application No. 

PCT/JP00/04203 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



1 1 the entire international application. 



claims Nos. 



20 



because: 



20 



the said international application, or the said claims Nos. 

relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claim 20 relates to a method for treatment of the human body by therapy, which 
does not require an international preliminary examination by the International Preliminary Examining 
Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. . 



. are so inadequately supported 



20 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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International application No. 
PCT/JP00/04203 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 1-19 YES 

Claims * NO 

Inventive step (IS) Claims 1-19 > YES 

Claims NO 

Industrial applicability (IA) Claims 1_19 YES 

Claims NO 



2. Citations and explanations 
Claims 1-19 

WO, 98-54153, Al (Kowa Co., Ltd.), 3 December, 
describes piperazine derivatives for inhibiting the 
present application are different from them, since 
substituent group of benzimidazole. 



1998 (03.12.98) 

foaming of macrophages, but the compounds of the 
the compounds have morpholine or piperidine as a 
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tiz&Zo £tz, *%w<D%wmm±, ±g3©f£fl§*wu mmifomo^ffiRxf 



mzwmztes ±m(omm*m$:?^<®,m?5±ivfcifem. tsb©^; (i) x* 

tik(Dm&<Dmm&(Dm}}mfr£l,X (Mz.lt, »iWO 9 5/3 4 3 0 4f 
tcfB«CD<b^), Xt±m.M^mMte¥(D&f&*fmtet.LX (Mz-lX, Chim. 
Chronika., Vol. 9(3), 239-246(1980)) %\t>titz&CD&$>2>tiK mMMxmWT 

< wjtf , *&w<Dit&vocDtt mmwm * & a, ^^-r § & ox* ^ o 

T&fc>*K TEA (I): 



[5£4> N RM±7k^Jg^ {S^TVl^l/^ R m&m^JVZl 

iiTk^^ 7^*;i^s XltTiyJvm^^i, ; R 3 l±mmm^tAt^:^tsm 
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j^l/>SXIi (CH 2 CH 2 0) n CH 2 CH 2 U^K nii 1 Xl± 2 St^iT) T- 
mliOXIi 1 £*VT] 

&tz, ^mizx^Os TiS (in : 



7'J- bKn^r^S, T)izi^->m, r^ym. TS^Hk ^77Ss * 

sij©n^^e>(±. ±IB^; (i) x&ss (ID xmzftzih&VdX&^&t&vWi 
&t>*±f35$ (i) x&jS (ID T^^n^<b^tixtt^2i^^{3g^^ 
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(^iJx.Ks n-7ot;H, ^vrot;^ n-^;i/S> 

D>r>^i:^^^(3ii, y^mm^ t&mm^ mmm^, xte^^mm? 

#fM» £ & ^ T 7)1 dp;usx « T ;i/ *;b£f5# £ ^ tf lis ( 0IJ X i£ 7)l> n 3r 

xfcf. i; b < tefitmm. l - 

4©^;!/^;^ xf;i/S, n-7ntjH, n-^;i/*) & 

m? ZtiZo TV-jiMxteTV— JVffifr^tsWWiM: (7iJ-;^;i/#-;H 
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(^J^t^s ^>v*-r;i/^ t7h^H) ^^(f?>tL^o tvi^*^^*" 

h#T-#6o x;v77 ; e^;i/Si:btliiit0~8O7;v77 ; E^;i/a 
a7;i'7 7 : EY^ /f;i/7;i/7 7 : E^H> 7 t -f ;vS> :* 

RMiTkHJii^ ^o^>Jl^ f£il5T;i/dr;i/S, &£>'{£^t;1/^^>S*>?> 
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>2£. ^^^^^•1'>*^^)^{±THB^:(CH 2 CH 2 0) n CH 2 CH 2 

^£$?g; L < fcfcJ^fSgfc 5 ~ 6 CD7-;Udr b >*T*& £o X £ LT&OXtt S 
L<. 4$ £3? 3; Ll>Xi£ST$>3o mliOXtiUIU MFIKIiOtfeSo 

^^tsmamfafttemtLTte, £^';^>jg, ^>i,**)>m, 1, 2, 3, 

6-fh7tFDl^iJi;>^ 1, 2, 3, 4-rh7bKP^y'J>^ 1, 
2,3, 4-rh7bKD^vifyU>i, t K D * J U >JSL f^tFo 
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t Yu^-i^m, TJlZi^-iy^ 7^1, 7i/)l&, y7;l^ ftJU^-f 

tC&f^U ^>Jf, 1r;i/*<j>3i) #£?£b<^ f ^U^>3g#S**?£ b^o 

l^d^aWtblAo 
^fz$?£bVW ^V-;Wbi^fi±aa® (II) T-m£ft£o R"MR 12 

^^r-tf^^i/>^ ^:r#^i/>S> ^*^^>a&£:) T'&tK 
J^ifc 5-6 cDT;b^r v >&&mzu £ H^X'illtliOXliS b < s 
b^X^ST-ife-So 

Wft£*?£b^o R 12 b\,Tl±7kmmj'. C,-C 4 cD7;i/^k XliC,~C 
4 ©t;u* ; ;i/^T$> t) ^ y^mm^- fiVftlzftZ b^o R 1 3 h Ltli7;^;i/S> 
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No. k R 1 R 2 m Q 



H H 0 



1 5 



2 5 H H 0 N O 



3 5 



H H 0 \^)~ 



4 4 H H 1 N O 



5 5 



H H 0 \^y~ 



COOEt 



6 5 H C3H 7 0 N O 



7 5 H COCjHs 0 N O 



H H 0 hT^-OH 



8 5 



9 5 5-CH3 H 0 N O 



10 6 



11 6 H H 0 N O 



H H 0 N^3~ 



12 4 H H 1 



13 



5 H H 0 N^^f/^ 



14 5 H H ON 



No. k R 1 R 2 m O 



15 5 H H 0 — f~ 

16 5 H H 0 N^O 



22 5 



23 4 



24 5 



25 5 



17 8 H H 0 N v p 

18 5 



h h o *(~y 

o 



19 5 5-OCH3H 0 N O 



20 5 5-a H 0 N O 



21 5 



H H 0 
H H 0 



CONH 2 



H H 0 — 
h h 0 y^y 

H H 0 N ^-^^ 



26 4 H H ON O 



27 5 



h h 0 y^) 
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f2h[5jfrcfc3)o 

^2 (a) 0>) & (c) 

R1 <xw^o 

*■ (d) 

X#S©t§£\ 2 - ^ 7 h^>X-f ^ ( a ) (L) 

it^^o-^ h^u — K *>*;i/;i>*— h&^cD;*;i/**— Mb£-$)&£\ «fc D 

(c) ^ii:ltli7;i/n-Mm h - h 'Ji^ir^fflT-^ 

Sl«jgfci:^iSfr£> 1 5 0°C, #? g; L < fc* 5 0°C~ 1 2 0 0 C*§jrT: & £ o 
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mm-Z&Z) (Dit^^Kfit^^s (c) iZ&^TX ' KX&X 

tzj;oTaWfc-ra<b^ (d) m:wt^o ilintiiT;^-^ 

m-^T-b h-h 'JMii'OTf §s £jfciagfcfc^Ma>£ 1 5 0°C. b < fc* 
5 0°C~ 1 2 0°C*Ij^T&3o h l )^)U7K>-&¥<DM&%W i mffl£V 

^-T KXJi;^**- hT-fc&fb^rti (b) £ £MJfo£-e-£#lc. 2-^)Vtiy 
h^>x-r ^v-;i/£Sjfo£-££c£t;icfc t) gfltKzMb-^ (d) ^ts; 

R^fM^^U >8S*f*i:*B^£*Ts (d) ^|§cJ:^T-#ao 31 

-f 5. KO«t-5*JBi7KiSS^J*fflv^iii:3&s*ft b^o m^lT'$.5ft^) (d) 
* ^ 7 > & if Tf ilTC b T m# 0 ©fls^fcl £ gtfgf Siii^T-iSc 
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*&£-£T> Iii:^IlMtl)^}:(a!)S^i:t^ft^i (d) 

t-rzitet® (d) ^i^^t-^o 

4b^#%^T££ £#&£*iT^3(Schaffner, T. et al. 5 Amer. J. Pathol., 
pp.57-73, 1980; Gerrity, R.G., Amer. J. Pathol., 103, pp. 181-190, 1981)o 

^mmmmcDmrnfttLTte, ±335$ (i) -zmibgti&ik&WRv^ecD 
m^z>z.b&T'%z>o (i) -eifc^n^fb^tio^^ ^ (ii) xmfc>$tt 
amiz&-5--rzzb&T-%z>&, mn&-5-timi£ li^o &&w<DmMbi.x&, 
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ips^cit zKmmi&vocDmt nil t>y±)im 0 mm. 

mmm, mnm. mm. ^^uyrm^^mf^ztifi-ctt^c $mu&-$ 
izmtz$im£lx&, mz.it, &mm. mm. wxm. m&msum. 
m&m&wm. x&Mttmte¥*mfzzt&T'%2>o mmmmnwtLxit. 
mm, mmm^uLmmmm, m^itm, vnmmk ^<tm, mmm. & 
vttmMmzm^zzttfiX'g, zti^^m^m^t>^xm^xi>^ 0 

mmm'mu<^t\,x. mzt£. ywm, nm. d-v>- t-->^> s x 

it^-tjva—x^(Dmmm;tui^^^^.^ji±)iu-x s ^>y> s xa* 

^tf*is*^^^jisv-xt!)iisVAm<Dmmmximmmft\ itFnw 

)W -t?^>, *^-'J>, ^'Jt'JX MtbK xiiA-F7 7yhf©S^ 
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mto& J *(Dmet£.&. f&A 1 Afefc^MMfc LT 10 mg~400 ig/BS^ 
*S4tntf «fc < n «Pft#cQ«^i:a:x f&A 1 A&fc UfM^ii: LT 10 mg 
-800 mg/B*§Jg&-^-ffti£<fc^<> L^&^a&^ft^tU&A-A&fc D W 
SM4#«fc bt 10 mg~100 mg/EK 10 mg~300 mg/BT-fc£o ##gBJ<Dg|5£l± 
lB&fc*) l[Ilfc^L«|I|fc#ttTt&^LT*«fc<x tft#JBffl**#©^i>^il 

i : 5- (^>x^ x^j^j^- 2 ^>f;^D?^f k©^ 

gi:^y-;i/5 0ml»U 6«fHSP«l38«Ebfeo «JE"C««l*S*b 
fe^i3^3i^;i/5 Oml £^*¥-> 50mlt^^i7F 12g 
£ftfco 3£D^©(C7kl 0 Oml^Jljn^.. *IWbV h »J £A*^r#-e4>*nLfco 

a^d^- h?^? j—r-mm (^dd^a) its. 7gcDffljgs*^fc 0 ^ 

Mti 1 2 6 - 1 2 7°C 
MS(FAB + ): m/z 300(MH + ) 

002 : 1- (5- (^>X-f ^ 2 i>*-JU) t^U^> (fb 

^1) CD^sJo 
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<®>&mtz mm 9 2%)„ 

'H-NMRCCDC^): (ppm) 

1.44(m, 4H), 1.56(m, 6H), 1.73(m, 2H), 2.30(m, 2H), 2.42(m, 4H), 3.28(t, 2H), 
7.17(m, 2H), 7.47(br, 2H), 10.4(br, 1H) 
MS(FAB + ): m/z 304 (MH + ) 

ttith'j^tm »E-ei§i$g*Lfco ^©^©^LSJco^Tte^ft 

U>=1 : 10)^ H«:c^;i//^H*>.fce>ii*K KI9 3% 
l H-NMR(CDCl 3 ): (ppm) 

1.48(m, 4H), 1.78(m, 2H), 2.32(t, 2H), 2.43(m, 4H), 3.32(t, 2H), 3.71(m, 4H), 
7.19(m, 2H), 7.34(br, 1H), 7.66(br, 1H), 9.95(br, 1H) 
MS (FAB*) : m/z 306 (MH + ) 

, H-NMR(CDC1 3 ): (ppm) 

0.90(d, 3H), 1.27(t, 2H), 1.41(m, 3H), 1.53(m, 2H), 1.63(m, 2H), 1.74(t, 2H), 
1.93(t, 2H), 2.32(t, 2H) S 2.95(d, 2H), 3.28(t, 2H), 7.17(m, 2H), 7.48(br, 
2H) 

MS(FAB + ): m/z 318 (MH + ) 
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u >= 1 : 10) 'ik, ^7kTJz h - h 'J ;i/ J; t) Htfr. W 7 5 % 
•H-NMRCCDCla): (ppm) 

1.24(t, 3H), 1.49(m, 4H), 1.76-2.02(m, 8H), 2.31(m, 3H), 2.88(brd, 2H), 
3.30(t, 2H), 4.12(q, 2H), 7.18(m, 2H), 7.50(br, 2H), 10.05(br, 1H) 
MS(FAB + ): m/z 376 (MH*) 

(it-subs) ^'j*^w7A^p-?F^77^-ii )]/ -.mt*?- 

]y>= 1 : 5) h U;i/«t !3S«fx IR*8 8% 

■H-NME(CDC1 3 ): (ppm) 

1.4-1.7(1, 6H), 1.76(m, 2H), 1.90(m, 2H),2.15(m, 2H), 2.33(t, 2H), 2.79(m, 
2H), 3.30(t, 2H), 3.71(m, 1H), 7.18(m, 2H), 7.49(br, 2H) 
MS(FAB + ): m/z 320 (MH + ) 

Uk&Wl 0) ^'JW*7A^d? h^77^-ii : i&ib* 

^U>=1 : 10) ^fcT-t h - h U )V «fc t» H*Ts UK* 8 8 % 
•H-NMfKCDCL,): (ppm) 

0.90(d, 3H), 1.29(i, 4H), 1.45(m, 4H), 1.64(d, 2H), 1.72(m, 2H), 1.75(m, 3H), 
2.30(m, 2H), 2.95(d, 2H), 3.29(t, 2H), 7. 18(m, 2H), 7.49(br, 2H), 9.9(br, 
1H) 

MS(FAB + ): m/z 332 (MH + ) 

«bi»l l) «j*y;i/^^A^D v h^77-f- fig$£ ;u : iMYb^ 

fl/>=l : 10)t, ^7KT-fe h^h U;i/«J:»5S«f, W7 5% 
1 H-NMR(CDC1 3 ): (ppm) 

1.35(m, 2H),1.46(m, 4H), 1.77(m, 2H), 2.33(m, 2H), 2.45(m, 4H), 3.32(t, 2H), 
3.73(m, 4H), 7.19(m, 2H), 7.50(br, 2H), 9.45(br, 1H) 
MS(FAB + ): m/z 320 (MH + ) 
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3-ls>= 1:5), mZVl. M§9 3% 
! H-NMR(CDC1 3 ): (ppm) 

1.49(m, 6H), 1.69(m, 8H), 1.92(m, 4H), 2.32(m,2H), 2.48(m, lH),2.66(m, 4H), 
3.00(d, 2H), 3.31(t, 2H), 7.17(m, 2H), 7.50(br, 2H) 
MS(FAB + ): m/z 386 (MH + ) 

Ub&Vol 4) ^'j*y;i/*7A^n7h^77^-ii : J&ft/ 

^lx>= 1 : 10), »M*«k 1K^9 1 % 
'H-NMRCCDCls): (ppm) 

0.85(d, 6H), 1.46(m, 7H), 1.71'm,5H), 2.33(dd, 2H), 2.93(d, 2H), 3.28(t, 2H), 
7.17(m, 2H), 7.47(br, 2H), 10.7(br, 1H) 
MS(FAB + ): m/z 332 (MH + ) 

«b&to 1 5 ) ^TKT'-fe h — h U )V J: D 7 7 % 

'H-NMR(CDC1 3 ): (ppm) 

1.32(m, 2H), 1.49(m, 6H), 1.68(m, 5H), 1.93(m, 3H), 2.29(dd, 2H), 2.96(d, 
2H), 3.29(t, 2H), 3.68(t, 2H), 7.17(m, 2H), 7.48(br, 2H) 
MS(FAB + ): m/z 347 (MH + ) 

Ub&w 1 6 ) ^x^-fe h - h u jix d mm. i&m 7 5 % 

, H-NMR(CDC1 3 ): (ppm) 

1.15(d, 6H), 1.49(m, 4H), 1.76(m, 4H), 2.31(dd, 2H), 2.75(d, 2H), 3.33(t, 

2H), 3.69(m, 2H), 7.20(m, 2H), 7.55(br, 2H), 9.6(br, 1H) 
MS(FAB + ): m/z 334 (MH + ) 
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1 7) m&^fr/^V^&V^tfr. iR*5 8% 
'H-NMR(CDC1 3 ): (ppm) 

1.28(m,6H), 1.45(m, 4H), 1.75(m, 2H), 2.36(dd, 2H), 2.50(111, 4H), 3.33(t, 2H), 
3.76(m,4H), 7.19(m, 2H), 7.55(m, 2H), 9.8(br, 1H) 
MS(FAB + ): m/z 348 (MH + ) 

Ub&VQi 8) v<j*y;i/*^A^n^ b^77-f-li — : t&ib* 

J-\s>=l : 10), 1R^8 5% 

1 H-NMR(CDC1 3 ): (ppm) 

1.09(m, 2H), 1.27(m, 5H), 1.40(m, 4H), 1.63(m, 4H), 1.79(m, 4H), 2.05(m, 1H), 
2.24(m, 1H), 2.62(m, 1H), 2.74(m, 1H), 2.98(m, 1H), 2.34(t, 2H), 7.18(m, 2H), 
7.52(m, 2H) 

MS(FAB + ): m/z 358 (MH + ) 

Hb^rtJ 2 1 ) ^zRT-fe h - h U )l cfc D H#T> «*9 8°/o 
1 H-NMR(CDC1 3 ): (ppm) 

0.85(d, 3H), 1.39(m, 2H), 1.54(m,4H), 1.67(m, 6H), 1.86(m, 1H), 2.33(dd, 2H), 
2.94(t, 2H), 3.27(t, 2H), 7.16(m, 2H), 7.47(br, 2H) 
MS(FAB + ): m/z 318 (MH + ) 

Mb£rtl2 2) yiJi)W7A^D7h^77^-i^ : mt* 

fU>=l : 10), « W8 1% 
•H-NMIKCDCls): (ppm) 

1.50(m, 4H), 1.59(m, 2H), 1.73(m, 3H), 1.92(m, 1H), 2.09(m, 1H), 2.32(m, 2H), 
2.57(m, 1H), 2.74(m, 1H), 2.88(m, 1H), 3.37(t, 2H), 6.91(br, 2H), 7.17(m, 
2H), 7.49(br, 2H), 8.2(br, 1H) 
MS(FAB + ): m/z 347 (MH + ) 
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«t&®2 3) ^zKT-fe h- h u;uj; y>mm^ ^6 9% 

'H-NMRfCDCl;,): (ppm) 

0.92(d, 3H), 1.31(m, 3H), 1.6-1.8(m, 6H), 1.98(t, 2H), 2.42(t, 2H), 2.96(d, 
2H), 3.26(t, 2H), 7.18(m, 2H), 7.50(br, 2H) 
MS(FAB + ): m/z 304 (MH + ) 

Uh&Va 2 4 ) ^JcT'-b h - h «J JIX Y) Hflf, JR^s 9 1 % 
'H-NMR(CDC1 3 ): (ppm) 

1.08(d, 3H), 1.3-1.6(a ( 6H), 1.64(m, 4H), 1.75(m, 2H), 2.18(m, 1H), 2.34(m, 
2H), 2.64(m, 1H), 2.85(m, 1H), 3.31(t, 2H), 7.18(m, 2H), 7.50(br, 2H) 
MS(FAB + ): m/z 318 (MH + ) 

(it&®2 5) ^zK^-fe h U;i/«t t)S*f. 1R^8 7% 
l H-NMR(CDCl 3 ): (ppm) 

1.2-1. 9(m, 19H), 2.2-2.7(m, 5H), 3.28(t, 2H), 7.17(m, 2H), 7.48(br, 2H) 
MS(FAB + ): m/z 358 (MH + ) 

(fb^2 6) ^>j^M7A^DTh^7 7^-ii : m<h* 

^■\y>= 1:10). ttltfL®, Wl 2% 
1 H-NMR(CDC1 3 ): (ppm) 

1.68(m, 2H), 1.81(m, 2H), 2.41(t, 2H), 2.47(m, 4H), 3.33(t, 2H), 3.73(m, 4H), 
7.20(m, 2H), 7.50(br, 2H) 
MS(FAB + ): m/z 292 (MH + ) 

Ut^2 7) ^TK^-fe h- h «;;i/«fcDg#rs 1R*9 1% 
1 H-NMR(CDC1 3 ): (ppm) 
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1.15(d, 6H), 1.47(m, 4H), 1.75(m, 6H), 2.32(t, 2H), 2.76(d, 2H), 3.32(t, 
2H), 3.70(m, 2H), 7.19(m, 2H), 7.50(br, 2H), 9.8(br, 1H) 
MS(FAB + ): m/z 332 (MH + ) 

'H-NMRCCDClj): (ppm) 

1.25(m, 2H), 1.53(111, 4H), 1.69(m, 4H), 1.88(m, 2H), 2.31(m, 4H), 2.55(m, 1H), 
2.80(m, 1H), 3.25(t, 2H), 3.66(m, 1H), 3.80(m, 1H), 7.18(m, 2H), 7.51(br, 
1H) 

MS(FAB*) : m/z 334 (MH + ) 

Ub&<M2 9) ^7KT-b h^h VJV&Qmffi, JRs^9 6% 
•H-NMEKCDCLj): (ppm) 

1.3-1. 8(m, 10H), 2.25(t, 1H), 2.42(m, 2H), 2.77(m, 1H), 2.97(m, 2H), 3.26(m, 
3H), 3.49(m, 1H), 3.72(m, lH),7.18(m, 2H), 7.51(br, 2H) 
MS(FAB + ): m/z 334 (MH + ) 

«b&%}3 o) > u*yM7A^nyh^77^-ii (^*y-;i/ : mt* 

?-u>=i : 5), mvtvo, um6 9% 

'H-NMIUCDCU: (ppm) 

1.45(m, 8H), 1.66(m, 6H), 2.01(m, 1H), 2.34(m, 1H), 2.52(m, 1H), 2.77(m, 2H), 
3.11(m, 1H), 3.19(t, 2H), 3.88(m, 1H), 4.00(m, lH),7.19(m, 2H), 7.52(br,2H) 
MS (FAB*): m/z 348 (MH + ) 

^u>=i : 5 ), mwtio* urn 9 8 % 
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^-NMRCCDCla): (ppm) 

1.4-1. 7(«, 8H), 1.76(m, 4H), 2.33(m, 3H) 5 2.40(m, 2H), 3.30(m, 2H), 3.86(m, 
1H), 7.19(m, 2H), 7.51(br, 2H), 10.1(br, 1H) 
MS(FAB + ): m/z 320 (MH + ) 

«b&vo 3 2 ) ^zkT-fe b - h u jv «t d mm. 8 9% 

1 H-NMR(CDC1 3 ): (ppm) 

0.92(d, 3H), 1.27(m, 5H), 1.36(m, 3H) 1.53(m, 2H), 1.9-1.9(m, 7H), 1.99(t, 
2H), 2.36(dd, 2H), 2.99(d, 2H), 3.32(t, 2H), 7.19(m, 2H), 7.51(br, 2H), 
10.2(br, 1H) 
MS(FAB + ): m/z 360 (MH + ) 

(4b&lfo 3 6 ) ^zKT-fe h — h U D Hffi\ l&m 8 0 % 
1 H-NMR(CDC1 3 ) : (ppm) 

1.52(m, 2H), 1.6-1. 9<m, 4H), 2.53(t, 2H), 2.75(t, 2H), 2.91(t, 2H), 3.33U, 
2H), 3.64(s, 2H), 7.0-7.2(m, 7H), 7.5(br, 1H), 9.8(br, 1H) 
MS(FAB + ): m/z 352 (MH + ) 

#0 3 : 1- (5- (2-^>X^f ^VV;^) -4-77^-4 

5 _ ( 2 -^>x-f * J fr**) ^fi^D^'f HO. 3gi:4-^7 
y _ 4 _ 7 i-;i/^^.»J i/> 0 . 2 3 glCT-fe h— h V)V2 . 5mli:hU^^ 
;v^^>0. 1 7ml£inx.> 1 6B*ISUra*MB8Ebfco #£P^x **in*.W?**- 
TMU BtK^h»J^A-C9£«bfc«*«l**ftE-ce*b3fc (0.35 

g)o i/UAWo^h^?^- (y^y— ;i/ :^b^^^> = 1 : 1 0) T- 
3W»bfc« ^r*7 , Hsh-hU;i/<fct)S«fU*C0. 2 9 g©*l3B«I«l*»fc (UK 
$7 6°/o)o 

22 



WO 01/00588 



PCT/JP00/04203 



'H-NMR(CDC1 3 ): (ppm) 

1.52(m, 4H), 1.81(m, 2H), 2.10(m, 4H), 2.45(m, 4H), 3.02(m, 2H), 3.35U, 2H), 
7.19(m, 2H), 7.36(m, 4H), 7.49(m, 2H), 7.66(br, 1H), 9.7(br, 1H) 
MS(FAB + ): m/z 405 (MH + ) 

«b£«& 3 7 ) ^TKT-fe h — h U ;i/Tg$N IK* 6 6 % 
'H-NMR(CDC1 3 ): (ppm) 

1.52(m, 2H), 1.65(m, 2H), 2.48(dd, 2H), 2.59(m, 2H), 2.72(t, 2H), 3.17(m, 
2H), 3.34(t, 2H), 6.07(t, 1H), 7.1-7.4(m, 8H), 7.68(br, 1H), 9.6(br, 1H) 
MS(FAB + ): m/z 378 (MH + ) 

(M3 8) ^'jw*7A^D?h^77^-is (mm^?-* :t&lt* 
^u>= i : io), m^xm. ium7 8% 

1H-NMR(CDC1 3 ): (ppm) 

1.51(m, 2H), 1.63(m, 2H), 1.80(m, 2H), 2.58(t, 2H), 2.84(m, 2H), 2.90(m, 2H), 
3.32(t, 2H), 3.60(s, 2H), 6.73(d, 1H), 7.09(d, 1H), 7.16(m, 2H), 7.42(br, 
2H) 

MS(FAB + ): m/z 358 (MH + ) 

ute>W)4 o) i/'jw*7A^n7 h 7 j -mm (**s—)i> : mt* 
^u>= i : i ox mma. «9 4% 

'H-NMR(CDC1 3 ): (ppm) 
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1.43(m, 2H), 1.52(m, 2H), 1.76(m, 2H), 1.91(s, 3H), 2.11(d, 2H), 2.29(m, 4H), 
2.46(dd, 2H), 2.78(m, 2H), 3.30(t, 2H), 7.18(m, 2H), 7.29(m, 5H), 7.59(br, 
2H), 10.15(br, 1H) 
MS(FAB + ): m/z 422 (MH + ) 

(4b&®4 l) ^'J*^M7A^P7h^77^-n : i&it* 

>u>=i : io) ^7kT±h-hV)v-zm>m. w.m68% 

'H-NMR(CDC1 3 ): (ppm) 

1.50(m, 2H), 1.61(m, 2H), 1.80(m, 4H), 2.26(m, 3H), 2.47(m, 2H), 2.56(m, 2H), 
3.33(t, 2H), 7.17(m, 2H), 7.26(m, 2H), 7.35(m, 2H), 7.49(m, 4H), 10.1(br, 
1H) 

MS(FAB + ): m/z 396 (MH + ) 

^U>= 1:10). !&m5 4% 

'H-NMR(CDC1 3 ): (ppm) 

1.73(m, 2H), 1.83(m, 2H), 2.15(m, 4H), 2.52(m, 4H), 3.05(d, 2H), 3.36(t, 2H), 
7.19(m, 2H), 7.36(m, 4H), 7.46(m, 3H), 9.7(br, 1H) 
MS(FAB + ): m/z 391 (MH + ) 

Ub-&y}4 3) ';tj^;i/*^a^o v h^^y ^ —mm : Uib* 

*vy=\ : 10). mftW}, Ml 2% 
'H-NMRfCDCl 3 ): (ppm) 

1.28(m, 2H), 1.50(m, 4H), 1.77(m, 2H), 2.11(m, 4H), 2.45(m, 4H), 3.17(d, 2H), 
3.34(t, 2H), 7.18(m, 2H), 7.36(m, 4H), 7.48(m, 2H), 7.65(br, 1H), 9.6(br, 
1H) 

MS(FAB + ): m/z 419 (MH + ) 
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«b£-#J4 4) i/'JAW7A^O? h 9^ 7 -i — MSi (tPS—fr : ffi-fb^ 
^L/>= 1 : 10) ^7&T*z Y-Y U;i/T*S«fx W5 2% 
'H-NMR(CDC1 3 ): (ppm) 

1.29(m, 6H), 1.43(m, 2H), 1.73(m, 2H), 1.76(m, 2H), 2.13(m, 4H), 2.48(m, 4H), 
3.20(d, 2H), 3.33(t, 2H), 7.19(m, 2H), 7.36(m, 4H), 7.49(m, 2H), 7.67(br, 
1H), 9.8(br, 1H) 
MS(FAB + ): m/z 447 (MH + ) 

Ub&m 4 5 ) ^TKT-fe h-h'J ;vtII*t\ UX* 6 7 % 
'H-NMR(CDC1 3 ): (ppm) 

1.48(m, 2H), 1.58(m, 2H), 1.76(m, 4H), 2.15(dt, 2H), 2.42(m, 4H), 2.86(d, 
2H), 3.33(t, 2H), 7.19(m, 2H), 7.27(m, 2H), 7.41(m, 2H), 7.60(br, 2H), 
10.05(br, 1H) 
MS(FAB + ): m/z 431 (MH + ) 

(ib^4 6) mm^)\yT*miti'ig.B^3-/^*V>-?:&tir^ «6 8% 
'H-NMfKCDCL,): (ppm) 

1.34(m, 2H), 1.50(m, 4H), 1.76(m, 5H), 2.18(dt, 2H), 2.41(m, 4H), 2.85(d, 
2H), 3.32(t, 2H), 7.18(m, 2H), 7.26(m, 1H), 7.33(m, 2H), 7.49(m, 2H), 7.54(br, 
2H), 9.95(br, 1H) 
MS(FAB + ): m/z 410 (MH + ) 

^u>=i : io). mm®). W4 5% 

1 H-NMR(CDC1 3 ): (ppm) 

1.6-1.9(m, 7H), 2.21(dt, 2H), 2.53(m, 4H), 2.89(d, 2H), 3.33(t, 2H) 7.18(m, 
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2H), 7.26(m, 1H), 7.35(m, 2H),7.49(m, 4H), 9.9(br, 1H) 
MS(FAB + ): m/z 382 (MH + ) 

(-ffc£-#j4 8) i/ 'j*^v*7A^D7 h y^yj— mm : i&ik* 

?-\s> = 1 : 10X mBW, HK*7 3% 
'H-NMR(CDC1 3 ): (ppm) 

1.44(m, 2H), 1.63(m, 4H), 1.76(m, 5H), 2.34(m, 4H), 2.71(d, 2H), 2.75(s, 
2H),3.33(t,2H), 7.19(m, 4H), 7.28(m, 3H), 7.50(br, 2H), 10.05(br, 1H) 
MS(FAB + ): m/z 410 (MH + ) 

?-)s>= 1:10), mtt®, mi 8% 

•H-NMR(CDC1 3 ): (ppm) 7. 27 

1.47(m, 2H), 1.61(m, 2H), 1.78(M, 2H), 2.04(m, 4H), 2.42(m, 4H), 2.80(d, 2H) , 
2.97(s, 3H), 3.32(t, 2H), 7.18(m, 2H), 7.27(m, 1H), 7.37(m, 4H), 7.50(br, 
2H), 10.1(br, 1H) 
MS(FAB + ): m/z 410 (MH + ) 

@\4 : 4- (2 -^>X^ K^JV)\>**) ^m^JVCD^m 
^LT^HB-fb^l 6. 9 gZmtz Wm8 3%)„ 

m5 : 4- (4- (2-^>X^*V'J;i/^*) nvujfr) ^;i/*U> «b 
^4) 

4-(2-^>X-f ^V'j^^^lpL^^VO. 5 6 gh^l/^'J >0. 
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y— ;i/ : ^b^^-i/>= 1 : io) to. 3 7 g(Dmmih^^mm^}hvxm 

tz (42^5 8%)o 
'H-NMR(CDC1 3 ): (ppm) 

1.83(m, 4H), 2.40(t, 2H), 3.260 i 2H), 3.44(t, 2H), 3.66(m, 6H), 7.19(m, 2H), 
7.41(br, 1H), 7.64(br,lH), 10.82(br, 1H) 
MS(FAB + ): m/z 320 (MH*) 

M6 : 4- (5- ( 1 - 7D t;^>X^ ^ 2 - ft) ^>^;b) 

4- (5 - (^>x-f ^ *v u;i/- 2 -^-^-) ^>^;i/) -t;i/*u>o. 2 4 

g^DMFl. 5mll:^U ^'J^AO. 3 3 g 3 «Mb:/D bVW 0 . 
1 6 gZMz.. 5 0°CT- 1 0«Jt#Lfco7K^nx.^^^;i/T-^mb^©-fes 

I/> = 1 : 1 0) LT 0.23 g©^S3fc^tl£*4#^lh LT*#fc(l&^8 3%) c 
'H-NMIUCDCU: (ppm) 

0.97(t, 3H), 1.53(m, 4H), 1.84(m, 4H), 2.35(t, 2H), 2.44(m, 4H), 3.40(t, 2H), 
3.71(m, 4H), 4.06(t, 2H), 7.19(m, 2H), 7.24(m, 1H), 7.66(m,lH) 
MS(FAB + ): m/z 348 (MH + ) 

mi : 4 - (5 - (i -yu ^#vu;u- 2 

4- (5- V )V- 2-2-*) so?-)]/) *;i/*U>0. 2 4 

g£^f hT^ Klml^T-bh^h U ;i/ 2 m 1 lz&fr U h )l 
T^>0. nml^SDxfettrDW^l/^D^^ KO. 0 8ml^*OX.5 
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^b>= 1 : 1 0)UT0. 2 7 g(Dm2<b&®*mftVot UTfffcOfc^ 9 3 %)„ 
■H-NMR(CDC1 3 ): (ppm) 

1.36(t, 3H), 1.55(m, 4H),1.82(m, 2H), 2.37(t, 2H), 2.47(m, 4H), 3.09(q, 
2H),3.34(t, 2H), 3.73(m, 4H), 7.2(m, 2H), 7.65(m,2H) 
MS(FAB + ): m/z 362 (MH + ) 

#0 8 : 1- (4 -7u=tn\s D-r;i/) - 4 - ^ f^Uy ><Z)-£j?£ 

4-^^;i/t:^.';> J > l . o 9 g^r-fe h- h u;n Omi izmfrL, 4-7 

xmmit^l. 0 7g£f#fc (4X^8 2 %) 0 

M9 : 1- (4- (2 -^>X^ ^#VJ;i/^;t) Ml/D^f;i/) -4-*?-)lV 

2) ©l§rJ5£ 

2-^;i/A7h^>X^f ^^v-;vO. 15gkl - (4-7d^ud^;1/) 
-4-^^;i/t:^u^>0. 2 6 g^^-fe h u^tc^^^-a-, h»;az^;i/T 
^>o. l 7m l £aDx.T 7B^p^?i^tb^o 7kS*nx.S^^^;i/T-JSm t feo 7k 

7A^DT^77^-tii(^^-;k»fl/>= 1:10) It 0 . 
0 7 g(DmMt&Vo*%lVlVdh LTfffc 0fc*s2 1 %) G 
'H-NMR(CDC1 3 ): (ppm) 

0.86(d, 3H), 1.00(m, 2H), 1.57(m, 3H), 1.74(m, 4H), 2.30(m, 2H), 2.49(t, 1H), 
2.89(t, 1H), 3.18(m, 2H), 3.69(d, 1H), 4.56(d, 1H), 7.08(m, 2H), 7.44(br, 
2H), 11.5(br, 1H) 
MS(FAB + ): m/z 320 (MH + ) 

#J 1 0 : 2 - (2 - (2-^n Dxh^y) zxl^- )V3-*^<> X Vy—JKD^ 
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r^2 3g^x^;-;H5ml{»U hiJxW^>0. 6 ml £flD;t 

t l 5HSiS3B«tUfco 3i^y-;i/*»JET@*bfc^ ft&x*-^ — 

(1:1) *8 0mlj«llLTtfHi**ftofco 0ltt«^ 9 J 2 0 m 1 

;u (1 : 1) f!5feofc©^Ibts mS-fb^6. 5g*mtzo 
MS(FAB + ) : m/z 257 (MH + ) 

Mil : 2- (2- (2- (2-^ODxb^» xh^-v) x^;i^;*^>X 

2-^^rh^^^^H 2. Ogt^ (2-^DDxh^«» 
i^>60g^/-;W0ml»U h y x^;i/T 5. > 1 . 0ml£flQ 

(1 : 1) £8 OmllJOLtffiatl^fco iM^y-^2 0ml(:g 

fremiti- h y «>A*»*T*fflbfcoWmLfc»tt«i*»tt^^^"ewitiib^ 

MS(FAB + ): m/z 285 (MH + ) 

1 2 : 4- (2 - (2 --OX-f ^ ^V-Ol/- 2 iK^) x^;i/) 

-e;i/^ y > (fbiirti 5 o ) 

2 _ (2 - x^-;i/^-^-^>X-f ^ 0 . 26g 

>0 . 1 9 h— h y ;i/2 . 5 m 1 1 9 BSFtgflnf&it^ 
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- imm^» : m<t**\/>= 1 : 2) fssbt^^o. 2 3 gi# 

fc (W7 5%) 0 
l H-NMR(CDCl 3 ): (ppm) 

2.60(t, 4H), 2.71(t, 2H), 3.28(t, 2H), 3.67(t, 4H), 3.73(t, 2H) 3.83(t, 2H), 

7.21(m, 2H), 7.49(m, 3H) 

MS(FAB + ): m/z 308 (MH + ) 

M 1 2 fcl^tBfc: UTttTCft^S^Lfc 

3=-b>= 1 : 10), iftjRi&k IR^7 0% 
•H-NMRCCDCla): (ppm) 

2.50(m, 4H), 2.59(t, 2H), 3.33(t, 2H), 3.68(m, 8H), 3.82(t, 2H), 7.19(m, 2H), 
7.52(br, 2H), 11.2(br, 1H) 
MS(FAB + ): m/z 352 (MH + ) 

^U>=1 : 10), ««^J N 1R^8 2% 
, H-NMR(CDC1 3 ): (ppm) 

0.83(d, 3H), 1.26(m, 2H), 1.38(m, 1H), 1.63(d2H), 2.05(t, 2H), 2.67(t, 2H), 
3.08(d, 2H), 3.21(t, 2H), 3.70(t, 2H), 3.78(t, 2H), 7.21(m, 2H), 7.52(br, 
2H), 11.7(br, 1H) 
MS(FAB + ): m/z 320 (MH + ) 

^ls>=l : 10). 1R^8 5% 

'H-NMMCDCL,): (ppm) 

0.88(d, 3H), 1.26(m, 2H), 1.35(m, 1H), 1.60(d, 2H), 2.00(t, 2H), 2.59(t, 2H), 
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2.97(d, 2H), 3.33(t, 2H), 3.68(t, 2H), 3.78(t, 2H), 7.19(m, 2H), 7.52(br, 
2H), 11.8(br, 1H) 
MS(FAB + ): m/z 364 (MH + ) 

3^>= 1 : 10). iifitftk 1R*8 1X 
'H-NMR(CDC1 3 ): (ppm) 

1.96(m, 4H), 2.60(dt, 2H), 2.84(t,2H), 3.15(d, 2H), 3.30(t, 2H), 3.78(t, 2H), 
3.86(t, 2H), 7.10(111, 2H), 7.20(m, 2H), 7.24(m, 2H), 7.60(m, 3H), ll.l(br, 
1H) 

MS(FAB + ): m/z 407 (MH + ) 

Ml 3 : 1 - (5- (^>X-T XV^4)^-2-yt^» ^>3~Jl<) -A-i/T 
;-4-7i-Jl/tAiJ v*> (fb^tl5 5) <D&Wl 

0|J 1 3 a : 2 - (5-t K D ^rv-^>^;i/^-dr ->) - 1 - ^fvrD^M> 
1, 5 -^>^^^--;v3. 3g^h';^A0. 4g^iifB^TT\ »D 
^l/^X-f ^#V-;i/2. 9 g£^<£f 3 OmlCiTkTHF^iTU 8 8^ 

jis) x-mmv, mzib^y>)2g mms 1%) *mtz 0 

M 1 3 b : 2 - ( 5 -^D^-^^M^r ^) - I— 4 VT'D^-jKVX'f 
^113 aiXm^ntzit^mi . 0 6 gO^^DD^^>2 0 m 1 ^iceHfUb 
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1%) £f#£o 

#|13c : 2- ( 5 -^D^-^>^-;i/^-dp^>) KW—Jico^m 

0U 3 bTf#^ti^<b^ 1 . 2g^l0ml©tBuOHC^U KM n 
0 4 ( 1. 92g)£0. lN©NaOH5 0mlOl^gt©3 0ml$i9)o< 

mMt&VdO. 4 5 (l&^4 3%) &mtzo 

mi 3d : 1- (5 - (^>X-T ^*V>Ol/-2 ^>?-)l) -4 -is 

^Jl 3 cX-n^titzit^2 8 3mgi:4-^7y-4 7ir;^^Ui;>2 
2 3mg £ b Uoi^;i/T^ > 1 2 Omgatf7t h U;H Omlig£IcK 4. 
5D^I«Lfco ^S^T-^ai^s ^M(37X^»PX> iixf;n-flljailfco 

m^Jl) tilU SlfBfbl^l 7 Omg^ffe (IR^4 4%)o 
'H-NMIKCDCL,): (ppm) 

1.50(m, 2H), 1.62(m, 2H), 1.87(m, 2H), 2.12(m, 4H), 2.48(m, 4H), 3.06(m, 2H), 
4.53(t, 2H), 7.07-7.60(m, 9H) 
MS (FAB"): m/z 387 (M'H) 

mi 3tm^mx (^5 6) ^mtz (W4 3%) 0 

'H-NMR(CDC1 3 ) : (ppm) 

1.49(111, 2H), 1.65(01, 2H), 1.83(m, 4H), 2.20(m, 2H), 2.48(m, 4H), 2.87(m, 2H), 
4.54(t, 2H), 7.12-7.52(m, 9H) 
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MS(FAB + ): m/z 380 (MH + ) 

: 2 — (5 — (4-^'jy)) -5-**\>W*>X>f 5. )l> (its 

Ml 4 a: 2 - ( 5 - t FD^y^>f ;W) 5 -* *\>l^>X>f ^ fr*J—)U 

5 2 -J.JViiT'h'OXJ ^ W— JV2 . 4 6g, 5 -7*D^E^> 
^V7*r-h3. 4g$x^y-;v3 0mlt^U 7 DtM^^t 

bfco ^S*T?^aJUfc^ 2 NzKSMb^ h U^A^i2 2. 5ml*j!lPx^ 

iif)l±>^&7U-? h?^7 J — mit^^-U> : J— )l=9 5 : 5) K«fc 

0iJ14b:2- ( 5 -^D^&^>^-;i/^^-) 5 - ^ ^)V^>X-i ^ ^^-Jl/©^ 

1 4 aTff fzlb&Vd 1. 4g, mmtmm 2. 8g$rh7tFD77>l 
5ml l3flD;t£:gL h'J7irM^70 2. 2 g£^t3iP;tfco £ft£^ 

7^7 I- (^*V> : M£:n^;V=4 : 1-2 : 2) fc£ ^MSiU fife^H 
t LTmMb&WJ 1.18 6 7 %) Q 

#!ll4c:2-(5- (4-tM'jy)) - 5 - * ^)\^^>X4 (it 
M 1 4 bTf#7cfbi^9 0 . 3 1g, U > 0 . 19 g£T-t? h - h U ;i/ 5 
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'J*Wd? mft>*3-\<y : *?;-)l=9 : 1) lz£t)mm 

u mm&ftiviwtisxmmb&VdO. 2 2gzmtz mmn. o%) 0 

'H-NMR (CDC1 3 ): (ppm) 

1.5-1.52 (m, 4H), 1.74 (q, 2H), 2.29 (t, 2H), 2.39-2.45 (m, 7H), 3.27 (t, 
2H), 3.72 (t, 4H), 6.98 (d, 1H), 7.26 (br, 1H), 7.38 (br, 1H) 
MS(FAB + ): m/z 320 (MH + ) 

0*1 5 : 2 - (5- (4-^1/*^)) -5-p< h*i^>X>f 3. W-JU (fb 
^1 9) ©^fiJo 

5 h=^>- 2 -^;P*7h^>X^ =• ^J—)V^m^mt LT0IJ 1 4 h 

*y-;i/=9 : i) iaDiiu m&mw&o, «8 2% c 

'H-NMR (CDC1 3 ): (ppm) 

1.32-1.52 (m, 4H), 1.76 (q, 2H), 2.28 (t, 2H), 2.40-2.48 (m, 4H), 3.26 (t, 
2H), 3.70 (t, 4H), 6.80 (d, 1H), 6.98 (br,lH), 7.38 (br, 1H) 
MS(FAB + ): m/z 335 (MH + ) 

Ml 6 : 2- (5- (4-t;v*'jy)) 5-^DD^>X>f ^ ;i/ 
2 0 ) 

5 _^OD- 2 -^^A/h^VX^ ^V-^miStJfCi: 1 4 tm 

y-;i/=9 : 1) IZcfcOJfgMU mm&mVlV!), UX^8 8% 
'H-NMR (CDC1 3 ) (ppm) 

1.32-1.50 (m, 4H), 1.74 (q, 2H), 2.28 (t, 2H), 2.38-2.45 (m, 4H), 3.25 (t, 
2H), 3.70 (t, 4H), 3.80 (s, 3H), 6.80 (d, 1H), 6.98 (br, 1H), 7.38 (br, 1H) 
MS(FAB + ): m/z 340 (MH + ) 
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09 1 7 : 1 - ( 5 - (4 -^>X-T ^ *V V)V- 2 2 , 

3, 4-rh7tHD^U> (ibS®) 3 3 ) (D&m 

1 - ( 5 -^>X>f S ^V'J;i/- 2 U v>77*/y Y l.Ogs 1, 
2, 3, 4-rh7t h*D^y>J> 0. 5 3g^Ufl/>5rali:^'J^> 
1 Oml©«^»»CJn**»±T«#bfco CItUcWS C 0. 9 2g^j!ja^ 

mu~z4mF3m.ftistzo ztiz&mmmTkmi- h u^atk^mi 5 omi 
t$.itstxf;i/tiaibfe. B^K^^;i/JS*«aip^7K-ci5t^ui»K± hue? 

"77 J — m<t**ls> : ^^y-;i/=9 : 1) £ <fc D SltM U Sfe^^tT 
mMb&tiOO. 9g^f:(W6 2%) c 
'H-NMR (CDC1 3 ): (ppm) 

1.70-2.00 (m, 6H), 2.68 (t, 2H), 2.68-2.73 (m, 2H), 3.20 (t, 2H), 3.80 (t, 
2H), 7.06-7.20 (m, 6H), 7.39-7.59 (br, 2H) 
MS(FAB + ): m/z 366 (MH + ) 

mi 8 : 1- (5 — ^>X>C $^JVJV-2-?-*)^>?)l)-l, 2, 3, 4 
-fh7th'n^;'j> Mb^to 3 4 ) 

091 7X~mtz<b&W7 3rag$rF7t K o 7 9 > 2 m 1 £AnAj!R$8±-t-«# 
Ufeo CtLtC 1 Mtf^ >^ t FD77>mO . 6ml ^M^UX— l&S 

m^-^JV= 3 . 5 : 1) £«l:!>*igKU ifi«ltt«li:LtilBfli^l8mg^ 

mmi 2%) 0 

'H-NMR (CDC1 3 ): (ppm) 
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1.38-1.50 (m, 2H), 1.52-1.62 (m, 2H), 1.75-1.84 (m, 2H), 1.86-1.95 (m, 2H), 
2.70 (t, 2H), 3.15-3.24 (m, 4H), 3.30 (t, 2H), 6.47-6.58 (m, 2H), 6.92 (d, 
1H), 7.00 (dd, 1H), 7.15-7.22 (m, 2H), 7.48 (br, 2H) 
MS(FAB + ): m/z 351 (MH + ) 

'H-NMR (CDC1 3 ): (ppm) 

1.87 (m, 4H), 2.66(br, 2H), 3.31(t, 2H), 3.95(br, 2H), 4.29(t,2H), 6.91(m, 
2H), 7.10(m,2H), 7.21(m, 2H), 7.51(br, 2H) 
MS(FAB + ): m/z 368 (MH + ) 

#U9 : 2 - (6 - (1- (4-fc Fa^^-4-7xz^) t^'J^y) ^ 

- 1H--<>X^ 5.fJ-)l «bl§r^5 8) (D^m 
1 9 a : 2 - ( 6 - t h* D Z-^^yj-JV) - 1 H -^>X-f 3. )\^<D^WL 
6 -h Yn^r->^y^>m^^-)l3. 28gt7i^l/>i;7^>2. 16g 

*&mmi omi ^7X2 omKDm^mmizmmv, i#T2 4mmummm.v 
tco mu£T'#i%ivtzmi i NTkM^- h u s &mmfa ioomi tmmmm^m 
j- h v 0&7kmmtT~pH&8izmmLtz o ^n^mm^jv i50miT*3ia 

^y-il/=9 5 : 5) lz£ DI^Ln *»6Bfr2: bT^8B<b-&»3 . 03g 
(1R^7 0%) o 

#|J 1 9 b : 2 - ( 6-7DWf;i/) - lH-^>X-f 5. KCDtxtfL 

0U 9 at'Hfe^tl2. 18gs raHYbj^lM. 97g, h'J7x^7t 
^7^>3. 93g$rh7th*D77>30mlWD^ ifit 1 B&HJfo£-tf 
fco ^V'J*^7A7D-?h7"77^- (ft 
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wl^?-)v : ^*>=i : i) fc«fc*>*saau mn&m&t vxm^t^m 2 . 

1 Og^ifc («7 5%) 0 

^1 9 c : 2 - (6 - (1- (4-t b* p 4 - 7 31 l^U^y) ^ 

- lH-^vX-T ^V-;i> (^5 8) 
#"J1 9 b-emtzib&WO. 2 8 gh4-t Fn^>-4-7i^^iji;> 
0. 2 1gmh-h'J;i'2. 5mlCJlD^ I#T8 WDti^lfco i 

(m<b*?-\s> : ^^y-;i/= 9 : l-*5 : 1) iz X t) ffiH U fififSH^UT 
3tB3<bi§>^0. 2 4 gfcftfc OR* 6 4%) 0 
'H-NMR (CDCI3+CD3OD): (ppm) 

1.30-1. 55(m, 4H), 1. 70-1. 85 (m, 4H), 2.07-2.20(m, 2H), 2.30-2. 55(m, 4H), 
2.70-2.95(m,6H), 7.10-7.40(m, 5H), 7.42-7.58 (m, 2H) 
MS(FAB + ): m/z 378 (MH + ) 

01120 : 2 — (6 — (1- (4-y77-4-7i-^) fcT^U^y) ^X^l/) 
- lH-^>X-r ^yj-K (M«5 7) cD^fig 
#'J1 9 bT-t#fcYb^t)^:4-^Ty-4-7^-;i/) f^U^>h^^» (1 9) 

;i/=9 : 1) fc«fc!)8f«iU ftK^^l//^^rif><fc»)S*fx HX^5 4% 0 
•H-NMR (CDCI3): (ppm) 

1.30-1. 55(m,6H), 1.90(q, 2H), 2.06-2. 15(m, 4H), 2.34-2.49(m, 4H), 
2.90-3.04(e,4H), 7. 17-7.24(m,2H), 7.30-7.42(m, 3H). 7.45-7.60(10, 4H) 
MS(FAB + ): m/z 387 (MH + ) 
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( 1 ) v-^d^t— ^Sffll^fc i n vitrotfclfc 

^frizmi&u ioo oieiteT- 5#rasMyrscfcfc:«fc 01^^077-^ 

t, 2 4/W^D7b-h«llfc 0 3 7°C. 5%C0 2 ^#TT-2P#F^ig 
fco ££>£3 7°C. 5 % C O 2 MTT- 1 6 «#bfc©t»s TH2©»£ff 

1) mmt^®}- - • -DM SO (ftlftfcfelgxHSSO fc*«¥bfe*»© 

2) ystfV—A 

PC/PS/DCP/CHOL=5 0X50/10/75 (nmol) 
P C ; 7*^77^3 U > 
PS ; 7tX7 7f^H2 U > (7^-3^>M) 
DCP ; ^^7^7i^f h 
CHOL ; UUX^XJ— ;i/ (S/^Yi) 
3 7°C. 5%C0 2 5fe#TT*MtZ 1 6B§P^m#bfeOt»s 7pd^I/A^^ 

fb64fc CE4^* (%) 

(1) 5 juM 2 2 
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2) 


5 MM 


1 8 


3) 


5 uM 


8. 


4) 


5 juM 


1 6 


5) 


5 


2 1 


6) 




2 7 


7) 


5 //M 


2 2 


8) 


5/iM 


2 3 


9) 


5/zM 


2 1 


1 0) 


5 //M 


1 2 


1 1) 


5 //M 


1 2 


12) 


5/zM 


2 4 


1 3) 


5//M 


1 2 


1 4) 


5/*M 


2 2 


15) 


5/zM 


2 3 


1 6) 


5>aM 


1 2 


1 7) 




2 3 


1 8) 


5 uM 


2 2 


1 9) 


5uM 


2 4 


2 0) 


5/iM 


2 5 


2 1) 


5 uM 


1 4 


2 2) 


5 /zM 


1 9 


2 3) 


5 //M 


1 2 


.2 4) 


5uM 


1 8 


;25) 


5 x/M 


1 4 


;26) 


5 >tzM 


2 3 


[21) 


5 juM 


1 5 


;28) 


5 /zM 


4 
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2 9) 


bjuM 


1 8 


3 0) 


5juM 


1 9 


3 1 ) 


5juM 


2 1 


3 2) 


5 juM 


1 8 


3 3) 


5uM 


1 8 


3 4) 


5 jjlU 


2 1 


3 5) 


5juM 


2 2 


3 6) 


5//M 


1 8 


3 7) 


5 uM 


2 0 


3 8) 


5juM 


1 8 


3 9) 


5 


4. 1 


4 0) 


5//M 


8. 2 


4 1 ) 


5 uM 


4. 2 


4 2) 


5uM 


1 8 


4 3) 


5juM 


1 6 


4 4) 


5uM 


7. 5 


4 5) 


5//M 


2 3 


4 6) 


5 uM 


1 8 


4 7) 


5juM 


1 5 


4 8) 


5 //M 


2 1 


4 9) 


5uM 


2 2 


5 0) 


5 >tzM 


4. 6 


5 1 ) 


5x/M 


2 3 


5 2 ) 


5 //M 


1 0 


5 3) 


5//M 


2 2 


!5 4) 


5 //M 


2 1 


:5 5) 


5^M 


2 1 
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(5 6) 




5/zM 


1 8 


(5 7) 




5/zM 


2 2 


(5 8) 




5juM 


2 0 


(Re f . 


1) 


5jllM 


9 5 


(Re f . 


2) 


5juM 


9 8 


(Re f . 


3) 


5//M 


7 8 


(R e f . 


4) 


5//M 


8 9 


(R e f . 


5) 


5juM 


1 0 2 
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at & (D £g m 



1. T5$ (I) : 



ah4 



N 



A 



[5£4\ R 1 ti:***^ AD>f>I^ <£®T;i/^;i/S> MfilS7;vn*^ 

^^h-a^-^-^SsJciUfeCH^^L ; Li±C 4 ~C 8 ©T;i/^rl^>SX{± (C 
H 2 CH 2 0) n CH 2 CH 2 nliUli2W) ti^ti5ifl/> 

^-^r^a^S^^L ; XliO, S. Xfct* ; m&OXli 1 £^-T] 

2 . X#OXttST*5»3fcCD«5HSfi 1 J® fcfBtt©fc£&Xfc* 

3 . mi« 0 1 » 5S*0l5ffl^ 1 SXtti 2 StfB«Oft^SXIl? Ofio 

4 . r 'RxfRt&frmm^T'&zm&ni&mm 1 jsa»&as3^©^-r;h,fr 1 ji^ 

6 . L*sC 5 X(iC 6 CDT;i/^rU >ST'feSaf 5<©IbH^ 1 Jgfr £fg 4 JltfH^tl 
7. TjS (II) : 
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^fr^tezmfrbmittiz^y-eymtcD 1 x&2f@w±©gt«£^b ; r 12 

th'D^>s, T^yfix ->^y^ * 

Jf±CD 1 Xk£2<@U±©g&S£^L ; L 1 & C 4 ~ C 8 CDT;i/^r U >*^^ U ; 

10. R 13 * S 7K^^ T;i/^r;i/* N t Fti3cis7)l3r)lM, TV—JlM. t h* 
£ 9 Jl© ^ iT tlfr 1 Iff £ IB«©<b^X^ * (Di& 

11. L'^c 6 xii c 6 <dt;i^ i/ zm&<Dm.mm i mi*t>m 10 mv>^ 

1 4. ^^©^I^StK/X^^tcffl^^aS^^lEHm 12JlXli£S 13 Jglc 
IB*6©E£lo 

1 5 . mmmbm<D¥ffi&Tf/xi±ftmzm^z>mmcDmmm 12 jgx&ffi 1311 

1 6. •x'^D^T'-^fDva^biin^J^bTffl^SIi^OlSH^ 12 Jj!;£fc}:Sfl 13 
1 7. t&M^bm^jI^JtLTfflVN^ll^OSBffl^^JlX^lSJl^iBaoB 
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lilo 

011. 

i 9. nmcD^mm 12 m^^m 17 m(D^Tnt^ liMizmmcDmmcommcDtzisb 
©si* ©is Big lm-fr^m n ii©^-rn^ im^mmcDit^^n^m^mz 
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